She had become progressively weaker, developed convulsions, and died aged 3 years 1 month. At post-mortem, muscles of right arm and chest wall were hypertrophied and nervous system showed typical histology of metachromatic leukodystrophy. All other systems normal.
Discussion
The known associations of isolated limb hypertrophy are (1) arteriovenous malformations, (2) lymphatic obstruction, (3) osteomyelitis, (4) lipodystrophy, (5) neurofibromatosis. Hemihypertrophy has been associated with neuroblastoma and renal tumours. None of these conditions was present in this patient. Metachromatic leukodystrophy is an inborn error of metabolism and is inherited as an autosomal recessive. Arylsulphatase A is the principal enzyme which degrades sulphatides in the nervous system and ifit is deficient, sulphatides accumulate as metachromatic material, interfering with peripheral nerve and central pathways. Boy, aged 6 History: Previously healthy. Presented with seven-day history of cold, cough and erythematous rash progressing to drooping of eyelids, double vision with squint, dizziness and unsteadiness. On examination: Irritable and uncooperative with somewhat myopathic facies and bilateral but variable ptosis. Almost complete limitation of gaze both horizontally and vertically, with preservation ofparallelism ofthe eyes, and nystagmus of abducting eye on attempted lateral gaze. Pupil reflexes preserved. Tone and power in limbs normal, deep tendon reflexes not elicited. Doubtful limb ataxia. General physical examination otherwise normal. Investigations: Raised ESR, EEG mildly abnormal, suggesting a viral illness; normal CSF protein and cytology; normal nerve conduction studies apart from absence of sensorimotor H reflex. No response to edrophonium (Tensilon) 5 mg i.v. or pyridostigmine 1.25 mg i.m. Further investigations: CSF protein rose to 75 mg/ 100 ml on 32nd day of illness, EEG and ESR returned to normal, electrical studies continued normal. Serum and CSF virus antibodies and viral cultures negative. Other routine investigations, including skull X-rays and plasma creatine phosphokinase, normal. Progress: Over the next few weeks his mood improved and external ocular movements returned, vertical gaze recovering before horizontal. Three months later he remained areflexic with normal tone and power; at five months bilateral supinator reflexes were elicited.
Comment
That the initial diagnosis of myasthenia gravis in this patient was incorrect was suggested by certain unexpected features, including ability to elevate upper lids despite ptosis at rest, areflexia, ataxia without significant muscle weakness, a personality change and abnormal EEG. Lack of response to standard anticholinesterase tests confirmed this and alternative diagnoses were considered.
